We thank Dr. Williams for their comments (1) on the recent published results of the GETUG 16 trial (2) and the potential impact that could have these results on daily practice. First, as it was underlined in the publication, it is truth that 5 years is a too short time for determining an impact on overall survival but the disease-free survival was the primary end point of the trial and by increasing the biological relapse free survival (BRFS) we avoid secondary treatments such as chemotherapy or second line of hormone therapy for one third of patients compare to salvage radiotherapy alone arm. I agree also with Williams: in a next future, a probably dramatic improvement to identified subclinical metastases would avoid for some patients an inappropriate radiotherapy treatment, but that means also that selected patients with pure pelvic or prostate bed relapse would have a higher benefit of salvage radiotherapy combined with short term hormone therapy.
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Regarding the commentary provided by Dr. Lee (3), I can only be in accordance with him: it is important to note that the two trials population of GETUG 16 and RTOG 9601 have an overlap but are also significantly different. For GETUG 16 population, all of them have been in complete remission after surgery and could be considered as real relapsed patients. For the RTOG 9601 (and waiting the final publication), the population is a mixed of relapsed patients and, in fact, patients with persistent disease after primary surgical treatment. Patients with persistent elevated prostate-specific antigen (PSA) carry a worsened prognostic as stressed by Dr. Lee and the published results of RTOG 0621 (4).
The PSA level at time of salvage treatment is also of concern: more than 80% patients of GETUG 16 had a PSA <0.5 much lower than RTOG 9601 (IQR of baseline PSA: 0.4-1.1) and with patients allowed to be as high as 4 (less than 2 for GETUG): the difference between the BRFS rate of the two trial is a reflect of this completely different population: the BRFS is 62% and 88% at 5 years for the arm A and B for GETUG 16, but only 40% and 57% for RTOG 9601. However, even if the RTOG 9601
is not yet published, the overall survival would not be very different in the two trials since the OS is 96% at 5 years for the GETUG 16 and more or less 81% at 10 years for the RTOG 9601 with a slight higher rate for GETUG 16 due to the lower follow up and the better prognostic population.
Based on these two trials, we can assume that combined treatment is a valuable salvage treatment if not yet a standard. The choice of hormone therapy is well discussed in the comment published by A. D'Amico accompanying the GETUG 16 publication in the Lancet Oncology (5): for men with a high life expectancy, who have obtained a complete response after surgery and a PSA <1 μg/L at relapse the short-term hormone therapy as described in the GETUG 16 protocol seems to be the best choice.
For patients with more aggressive criteria (PSA at relapse >1, no complete response after surgery, life expectancy >12 years, a longer hormone therapy seems to be more indicated.
